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This is in response to the appeal brief filed October 1, 2004, 

(1 ) Real Party in Interest 

A statement identifying the real party in interest is contained in the brief 

(2) Related Appeals and Interferences 

A statement identifying the related appeals and interferences which will directly affect or 
be directly affected by or have a bearing on the decision in the pending appeal is contained in the 
brief 

(3) Status of Claims 

The statement of the status of the claims contained in the brief is correct. 

(4) Status of Amendments After Final 

The appellant's statement of the status of amendments after final rejection contained in 
the brief is correct. 

(5) Summary of Invention 

The summary of invention contained in the brief is correct. 

(6) Issues 

The appellant's statement of the issues in the brief is substantially correct. The changes 
are as follows: 

Claim 24 has not been rejected under 35 USC 1 12, second paragraph. 

(7) Grouping of Claims 

Appellant concedes that all of the appealed claims stand or fall together. 

(8) Claims Appealed 

The copy of the appealed claims contained in the Appendix to the brief is correct. 
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(9) Prior Art of Record 

STN/CAS online, file CAPLUS, Acc. No. 1987:446300, Doc. No. 107:46300, JP 
61286327(1986), Abstract. 

Heaton et al. "Topical glyceryltrinitrate causes measurable penile arterial dilation in 
impotent men", The Journal of Urology (1990), Vol. 143, pp. 729-73 1 . 

(1 0) Grounds of Rejection 

The following ground(s) of rejection are applicable to the appealed claims: 

Claims 24-28 are rejected under 35 U.S.C. 102(b) as being anticipated by, or, in the 
alternative, as obvious under 35 U.S.C 103(a) over JP 61286327 (Abstract). 

Claims 24-29 are rejected under 35 U.S.C. 103(a) as unpatentable over JP 61286327 
(Abstract) in view of Heaton et al. 

Claims 25-29 are rejected under 35 U.S.C. 112, 2"^ paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which Appellant regards as 
the invention in that claim 25 does not indicate the claim number upon which it is dependent and 
claims 26-29 are dependent on claim 25. 

The above rejections are set forth in a prior Office Action, mailed on January 28, 2004. 

(11) Response to Argument 

As a preliminary matter, although the JP 61286327 abstract is sufficient for purposes of 
the rejections herein, Examiner attaches, as Exhibit A, a copy of the Japanese PubUshed 
Unexamined Patent Application (A) No. 61-286327, pubHshed December 16, 1986, and an 
English language translation thereof 
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Claims 24-28 are rejected under 35 U.S.C. \02(h) as being anticipated by. or. in the 

alternative, as obvious under 35 U.S,C mU) over JP 61286327 (Abstract). 

Although Appellant separately addresses anticipation and obviousness, the burden on 
Appellant in an inherency-based rejection under 35 USC 102(b)/l 03(a) is the same whether 
stated in terms of anticipation or obviousness. Appellant must show that the products of the 
Appellant and the prior art are not the same. See In re Spada, 15 USPQ2d 1655, 1658 (Fed. Cir. 
1990); hi re Best, 195 USPQ 430, 433 (CCPA 1977) (where the claimed and prior art products 
are identical or substantially identical in structure or composition, a prima facie case of either 
anticipation or obviousness has been established). 

Appellant argues that it is impossible to ascertain the exact nature of the composition 
disclosed in the JP 61286327 abstract because said abstract recites "25%" to define the quantity 
of water in the water-containing lanolin and "1000 g" to define the amount of Vaseline®. The 
JP 61286327 abstract specifically recites an ointment "consisting of nitroglycerin 10, lactose 90, 
25% H20-contg. Lanolin 600, and white Vaseline to 1000 g." As such, "1000 g" is not the 
> amount of Vaseline®. The term "1000 g" is the total weight of the ointment. As such, it is clear 
fi-om the reference that 1000 grams of the ointment contains 10 grams of nitroglycerine, 90 
grams of lactose and 600 grams of 25% water-containing lanolin (which calculates to 150 grams 
of water and 450 grams of lanolin), with the remaining portion being Vaseline®. This does not 
require a reading into the disclosure of the JP 61286327 abstract any limitations that are not 
present or cannot reasonably be discernible from the abstract itself. As such, the mere fact that 
the JP 61286327 abstract uses "25%" and "1000 g" is insufficient to support a conclusion that 
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the exact components of the prior art composition are impossible to ascertain or that the 
reference is fatally confusing and vague. 

Therefore, in Hght of the above, the 35 USC 102(b)/103(a) rejection of claims 24-28 
over JP 6 1 286327 (Abstract) is proper. 

Claims 24-29 are rejected under 35 U.S.C. 103(a) as unpatentable over JP 61286327 
(Abstract) in view of Heaton et al. 

Contrary to Appellant's arguments, the JP 6129637 abstract is not deficient for the same 
reasons as above, as such, a skilled artisan would be able to readily ascertain the operable 
amounts. Further, Examiner has not acknowledged that the prior art does not disclose the 
amounts of ingredients specified in the claims. Examiner has only acknowledged that the prior 
art does not expressly disclose a composition or product "consisting essentially of 10 wt% 
glyceryl trinitrate (10% in lactose), 44 wt% lanolin, 21 wt% white soft paraffin B.P. and 25 wt% 
demineralized water" (See Office Action (1/28/2004), Pg. 4), i.e. the limitations set forth in 
claim 29 which is dependent on claims 24 or 25. However, since Appellant concedes that the 
claims stand and fall together, if the rejection of claim 24 or claim 25 is valid than claim 29 falls 
with said claims. See In re Weijlard, 69 USPQ 86 (CCPA 1946). Claim 24 recites a 
composition for treating erectile dysfunction comprising a mixture of effective amounts of 
glyceryl trinitrate and lanolin and also containing water, whereas, claim 25 recites a cosmetic 
product comprising the composition of an unidentified claim which apparently includes a 
mixture of effective amounts of glyceryl trinitrate and lanolin and also containing water. 

As indicated above, the JP 61286327 abstract discloses an ointment which contains, in 
1000 grams of said ointment, 10 grams of nitroglycerine and 600 grams of 25% water-containing 
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lanolin which calculates to 1% by weight nitroglycerine, 45% by weight lanolin and 15% by 
weight water based on the total weight of the ointment. Other than arguing that the amounts 
disclosed in the JP 61286327 abstract cannot be ascertained and unsupported conclusions relative 
to hind site reconstruction, Appellant does not appear to have presented any other arguments or 
evidence that the ointment disclosed in the JP 61286327 abstract does not meet the limitations of 
the claimed invention as represented by claim 24 or claim 25. See In re Lemin, 140 USPQ 
273,276 (CCPA 1964) (subject matter as a whole must be considered under 35 USC 103, but, in 
applying the statutory test, the differences over the prior art must be more substantial than a 
statement of intended use of old composition; no indication that claimed amount which was 
defined by functional language was any different from a therapeutic amount that one skilled in 
the art of the prior art would select). Combining the teachings of the JP 61286327 abstract with 
Heaton et al. does not invalidate the rejection. 

Appellant presents no basis for concluding that Appellant's disclosure was used as a 
template, that the teachings of the JP 61286327 abstract and Heaton et al. are isolated disclosures 
fi-om two separate references containing disparate and unrelated teachings, or that the references 
do not suggest that the references can be combined. "Any judgment on obviousness is in a sense 
necessarily a reconstruction based on hindsight reasoning, but so long as it takes into account 
only knowledge which was within the level of ordinary skill in the art at the time the claimed 
invention was made and does not include knowledge gleaned only fi-om Appellant's disclosure, 
such a reconstruction is proper." hi re McLaughlin 170 USPQ 209, 212 (CCPA 1971). 

Appellant's reliance on Ex parte Walker, 135 USPQ 195 and Ex parte Fleischmann, 157 
USPQ 155, to argue that it must be physically possible to combine the references, is misplaced. 
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Said cases do not reflect the current state of the law. "The test for obviousness is not whether the 
features of a secondary reference may be bodily incorporated into the structure of the primary 
reference.... Rather, the test is what the combined teachings of those references would have 
suggested to those of ordinary skill in the art." In re Keller, 208 USPQ 871, 881 (CCPA 1981). 
See also hi re Sneed, 218 USPQ 385, 389 (Fed. Cir. 1983) ("[I]t is not necessary that the 
inventions of the references be physically combinable to render obvious the invention under 
review."). 

Further, the rationale to modify or combine the prior art does not have to be expressly 
stated in the prior art; the rationale may be expressly or impliedly contained in the prior art or it 
may be reasoned from knowledge generally available to one of ordinary skill in the art, 
established scientific principles, or legal precedent established by prior case law. See In re Fine, 
5 USPQ2d 1596 (Fed. Cir. 1988); hi re Jones, 21 USPQ2d 1941 (Fed. Cir. 1992). See also hi re 
Kotzab, 55 USPQ2d 1313, 1317 (Fed. Cir. 2000) (setting forth test for implicit teachings); Li re 
EH Lilly & Co., 14 USPQ2d 1741 (Fed. Cir. 1990) (discussion of rcHance on legal precedent); 
hi re Nilssen, 7 USPQ2d 1500, 1502 (Fed. Cir. 1988) (references do not have to explicitly 
suggest combining teachings); and Ex parte Levengood, 28 USPQ2d 1300 (Bd. Pat. App. & 
Inter. 1993) (reliance on logic and sound scientific reasoning). Also, the reason or motivation to 
modify the reference may often suggest what the inventor has done, but for a different purpose or 
to solve a different problem. It is not necessary that the prior art suggest the combination to 
achieve the same advantage or result discovered by Appellant. See In re Linter, 173 USPQ 560 
(CCPA 1972); hi re Dillon, 16 USPQ2d 1897 (Fed. Cir. 1990), cert, denied, 500 U.S. 904 
(1991). 
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The JP 61286327 abstract discloses a topical pharmaceutical containing a small amount 
of nitroglycerin for accelerating peripheral blood circulation and skin respiration in the form of 
an ointment that includes nitroglycerine, lanolin and water (JP 61286327, Abstract). Heaton et 
al. discloses that topically applied nitroglycerine is effective in dilating arterial blood vessels and 
treating erectile dysfunction. (Heaton et al, Materials and Methods, Results, Pgs. 729, 730). As 
such, in view of the teachings of Heaton et al, one of ordinary skill in the art would expect that 
the ointment disclosed in the JP 61286327 abstract would also be suitable for treating erectile 
dysfunction since it contains nitroglycerine, is applied topically and accelerates peripheral blood 
circulation. 

Appellant's argument that Heaton et al. teaches away from the claimed invention is 
insufficient to rebut the prima facie case of obviousness. Heaton et al. does not disclose that 
40% of the subjects tested complained of headache. Heaton discloses that out of a total 174 
patients tested there were no significant side effects but 56 men complained of headache with the 
results of 140 of the 174 patients being evaluated (Heaton et al., Pg. 729, Materials and Methods, 
Results). Appellant does not appear to show how a non-significant side effect of headache 
contraindicates the safety and efficacy of the reference composition, much less, teaches away 
fi:om the claimed invention. In any case, the safety of a product does not determine the issue of 
obviousness. See Nickola v. Peterson, 193 USPQ 443,447 (DC EMich 1976) ("Whether persons 
of ordinary skill in the art disagree as to the safety of a product or techniques does not determine 
the issue of obviousness. The issue regarding obviousness is whether the differences embodied in 
a combination product and the result so produced would have been non-obvious to a person of 
ordinary skill in the art, not whether there was a controversy over whether such was safe"); see 
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also. In Re Jansen, 187 USPQ 743,745,746 (CCPA 1975). Further, the non-significant side 
effect of headache does not alter the fact that, as indicated above, Appellant has not shown that 
the ointment disclosed in the JP 61286327 abstract does not contain a mixture of effective 
amounts of nitroglycerin and lanolin. As such, the non-significant side effect of headache does 
not appear to contraindicate the efficacy of the reference composition. 

Therefore, in light of the above, the 35 USC 103(a) rejection of claims 24-29 over JP 
61286327 (Abstract) in view of Heaton et al. is proper. 

Claims 25-29 are rejected under 35 U.S.C. 112, 2""^ paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which Appellant regards as 
the invention. 

Appellant argues that the rejection of claims 25-29 under 35 USC 1 12, 2""* paragraph, 
should be reversed since claim 25 recites all of the ingredients present in the inventive 
composition. Although claim 25 recites glyceryl trinitrate, lanolin and water, claim 25 does not 
specifically recite the use of a solid stabilizer, lactose and/or white soft paraffin B.P.. Since a 
solid stabilizer, lactose and/or white soft paraffin B.P. are set forth in one or more of the claims 
dependent on claim 25, the same are clearly part of at least one embodiment of Appellant's 
alleged "inventive composition". However, since claim 25 does not require the presence of a 
sohd stabilizer, lactose and/or white soft paraffin B.P., claim 25 does not necessarily recite all of 
the ingredients present in the alleged "inventive composition". In any case, whether or not claim 
25 recites all of the ingredients present in the alleged "inventive composition", said argument 
fails to address the issue. The issue is that the language of claim 25 by its terms requires one to 
look to an unidentified claim to determine the components of the composition, and, thus, one of 



Application/Control Number: 09/601 ,106 Page 10 

Art Unit: 1616 

ordinary skill in the art would not be apprised of the metes and bounds of claim 25 or claims 26- 
29 which are dependent directly or indirectly on claim 25. 

Therefore, in Hght of the above, the rejection of claims 25-29 under 35 USC 1 12, 2"^ 
paragraph is proper. 

For the above reasons, it is believed that the rejections should be sustained. 
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EXHIBIT A 

Japanese Published Unexamined Patent Application (A) No. 61-286327, published 
December 16, 1986, and English language translation thereof. 
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PTO: 2004-5396 

Japanese Published Unexamined Patent Application (A) No. 61-286327, 
published December 16, 1986; Application Filing No. 60-126425, filed 
June 12, 1985; Inventor(s): Masayasu Kurono et al; Assignee: Sanwa 
Chemical Research Institute; Japanese Title: Locally Applicable Extemal 
Medicine 

Locally Applicable Extemal Medicine 

CLAIM(S) 

1) A locally applicable extemal medicine containing a small amount 
of nitroglycerin as a primary component and being effective for accelerating 
the circulation of peripheral blood vessels and for accelerating the skin 
breathing. 

2) A locally applicable extemal medicine, as cited in Claim 1, 
characterized in that it can be used for treating a Raynaud's syndrome. 

3) A locally applicable extemal medicine, as cited in Claim 1, 
characterized in that it can be used for treating congelation. 

4) A locally applicable extemal medicine, as cited in Claim 1, 
characterized in that it can be used for treating scleroderma. 



5) A locally applicable external medicine, as cited in Claim 1, 
characterized in that it can be used for pretreating the skin to be transplanted 
at a time of transplanting a skin. 

6) A locally applicable external medicine, as cited in Claim 1 , 
characterized in that it can be used for pretreating the skin-transplanting 
section and post-treating the transplanted skin section. 
DETAILED DESCRIPTION OF THE INVENTION 

(Field of Industrial Application) 

The present invention pertains to an external medicine to be applied 
to local areas, particularly the medicine used for accelerating the blood 
circulation in peripheral blood vessels and for aiding cutaneous breathing. 

(Prior Art) 

In the past, as an external medicine to be applied to local areas for 
treating circulation problems in local peripheral blood vessels, e.g., in 
Raynaud's syndrome, congelation, and scleroderma, an ointment mixed with 
vitamins, e.g., vitamin E, or adrenal cortex hormone, and camphor, if 
needed, was primarily used. 
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(Background of Invention) 

Nitroglycerin has a vessel expansion function, and is generally used 
at a time of cardiac arrest and for its prevention. The nitroglycerin medicine 
aims at acting on an entire body. At present, it is used in form of oral intake 
tablet or suppository. The applicant of the present invention has continued 
the research on a nitroglycerin extemal medicine that is endermic and acts 
on the entire body (For example, Japanese Patent Applications 53-073792 
and 53-145273), and its medical application is now being researched. 

As a result of continuous research on the pharmaceutical function of 
nitroglycerin, the applicant found that nitroglycerin demonstrated a local 
blood vessel expansion function when applied to skin by a small amount 
and that it invigorates the blood circulation in local peripheral vessels. 
(Objective) 

The present invention attempts to present a nitroglycerin agent for 
extemal use that is applicable to treatment of various diseases caused by 
circulation obstruction in local peripheral blood vessels, e.g., Raynaud's 
syndrome, congelation, and scleroderma. 

An additional objective of the present invention is to present a 
nitroglycerin extemal agent applicable to pretreatment and posttreatment of 
skin transplant and to local treatment of the transplanted section. 
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(Means to Accomplish the Objective and Function) 

According to the present invention, said objective is accomphshed by 
a locally applicable external medicine primarily containing a small amount 
of nitroglycerin. 

In the locally applicable external medicine of the present invention, a 
dissipation-preventing agent, a stabilizer, and an absorption accelerator can 
be mixed. Manufacture of the agent can be performed by a conventional 
method, and it can take a properly selected external medicine form, cream, 
ointment in gel form, liquid form, or patch form. 

The amount of nitroglycerin mixed in this locally applicable external 
agent is determined by types of disease and symptom, but a preferred 
amount to be used is 6 mg a day. 
(Effect of Invention) 

With the locally applicable external medicine of the present 
invention, a small amount of nitroglycerin is used as a primary component, 
and it is meant to treat diseases by aiding cutaneous breathing and 
accelerating the blood circulation in local blood vessels, therefore, is safer 
than the prior art skin reproduction agent using a hormone agent. 
(Examples of Manufacture) 
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Manufacture of this locally applicable external medicine and its 
medical effect are explained below. 
Example 1 (Ointment) 

The following components were mixed and the ointment was made by 
the conventional method. This ointment contained nitroglycerin 10 mg in 1 
g of ointment. 

Nitroglycerine lactose 10 times dispersion 100 g 
25% water-added lanolin 600 

white vaseline remaining portion 



Example 2 (Liquid agent for external application) 

The following components were mixed and a liquid agent for external 
application was made. In this liquid agent 1ml for external application, 
nitroglycerin was contained by 1 0 mg. 



Nitroglycerin cyclodexitrin inclusion 10 times 100 g 

Diphenyl hydramine 20 ml 

Glycerin 250 g 

Tragacanth 50 g 

Purified water remaining portion 



Example 3 (Cream) 

The following components were mixed and the agent in cream form 
was made. This cream 1 g contained nitroglycerin 5 mg. 



Total 



1,000 g 



Total 



1,000 ml 



Nitroglycerin cyclodextrin inclusion 10 times dispersion 



50 g 
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Sodium benzoate 5 
Diethyl sebacate 100 
Whale wax 40 g 

Polyoxy ethylene oil ether sodium phosphate 60 g 

Vaseline remaining portion 

TM 1,000 g 



Medical effect test example 1 (Treatment of congelation) 

A group of 3 wister male rats having weight 300 +/- 10 g was used. 
Their tails were put to freeze to cause congelation. The ointment 
(containing 0,5 mg of nitroglycerin) of manufacture example 1 was applied 
by 50 mg to the congelation sections of rats in the test group. 

In a few days, the test group and untreated reference group were 
compared. It was found that the reference group had a serious congelation 
but the test group had much less serious congelation. Accordingly, it was 
evident that the nitroglycein has an effect for treating congelation in 
incipient stage. 

Medical effect test example 2 (Peripheral vessel expanding effect) 

An earlobe of a mouse was cut off from the root. A Ringer,s solution 
injection device was connected to the artery behind the ear, and by the 
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Krawkow - Pissemski method, the amount of Ringer's solution extracted 
from the artery before the ear was measured. 

When the locally applicable ointment of the present invention 50 mg 
(ointment of manufacture example 1 that contains 0.5 mg of nitroglycerin) 
was applied. The extracted amount was increased 30% or more in a few 
minutes after application. Thus, it was confirmed that nitroglycerin had a 
peripheral vessel expanding function. 
Medical effect test example 3 (Test for skin transplant) 

Male guinea pigs in 3 groups with weight 300 +/- 10 g were used. 
Their back hairs were removed after doping them with ether and the back 
sections were locally burned by 1 - 2 cm r^inge with an electrical iron. A 
penicillin procaine solution was applied to the burned surface, which then 
was covered with an air-permeable tape. 

In 7 days after this injury, nitroglycerin ointment 50 mg (the 
manufacture example 1 that contains nitroglycerin 0.5 mg) was applied to a 
stomach section after doping with ether. This ointment residue was cleaned 
away in 30 minutes, and about 1 - 2 cm^ of stomach skin was removed and 
expanded on a special spatula while at the same time the stomach section 
was freated by the conventional method. 
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On the other hand, the dead skin layer made by said bum injury was 
cut away with a skin cutting knife down to the layer having a normal 
healthy tissue where bleeding was observed. The bleeding-stopping 
treatment was applied immediately following the removal of dead skin layer 
with a gauze soaked with adrenaline, and said skin expanded on the special 
spatula was transplanted. The surface of the transplanted skin was pressed 
with a gauze and an air-permeable tape was patched on it. After the skin 
transplant, a barbital was injected into the tissue every 12 hours twice to 
sedate it. In 5 days after the skin transplant, the transplanted skin section 
was uncovered. Then, the cream of manufacture example 3 was applied 
once a day for 10 days (The dosage per 1 application was less then 1 g 
which contained nitroglycerin 5 mg or less.) for treatment, and the 
transplanted skin condition was examined. 

The result is shown in the table below. With the untreated reference 
group and the group for which the pretreatment was done to the skin for 
transplanting, 1 out of 3 guinea pigs died, but in the test group for which 
pretreatment was done to the skin for transplanting and treatment was done 
after transplanting, there was no death. In the reference group, the skin 
transplant was not perfect, but the skin transplant was successfiil and perfect 
with every example of guinea pig in both test groups. 
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Result of observation 


Reference group (untreated) 


Not good (2 examples) 


Tested group 


Treated only before transplant 


Good (2 examples) 


Treated before and after transplant 


Excellent (3 examples) 



Medical effect test example 4 

The cream of manufacture example 3 was provided to 3 volunteers 
who were experiencing numbness on fingers in cold weather. They used this 
cream at proper times for 1 month as a hand cream, and their responses were 
examined. The result is as follows. 
Feel when used: 

Sticky 2 people 

Pretty good 1 person 

Improvement to symptom: 

There was an improvement 3 people 

No improvement 0 
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From the above result, it became evident that the cream was effective 
in improving the blood circulation and in eliminating or reducing the 
numbness on the fingers. 



Translations 

U. S. Patent and Trademark Office 

9/10/04 

Akiko Smith 
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